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In response to a Data=Call-In, Merck Sharp & Dohme Research Labcratorizss
has submittad supplemental reports of three acute studies for review:

1. Thiabendazole Veterinary (Lot ERM=-21l): Primary Eye Irritation Study
in Rabbits. Supplement to MRID No., 00100705. Project No. TT #81-2533,
April &, 1981. '

2. Thiavencazole Veterinary (Lot ERM-211): Prirary Dermal Irrication Ztudy
in Rabtits. Supplement to MRID No, J0100705. Project No. TT #81-235932,
April &, 1981. '

3. Thiabencazole: Cutaneous Sensitizaticn in the Zuinea Pig. ZSupplesent

to MRID No. 402717-01. Project No. TT %66-01:5, March 31, 1266.

The primars eye and primarv dermal irritation studies had been crevicusly
reviewed (Zeloris F. Gtaham memorandum; May 24, 1382). The orizinal reports
were totally lacking substantiating data tables, which were succlied iIn the
supplemental reports. A number of deficiencies remained. 32oth studies were
rereviewed and classified Core Minimum in light of the fhinimal irritation
observed, andin"the interest of avoiding waste of life.

There is no record of the dermal sensitization stucdy having ceen reviawed.
This study was performed by Merck Institute for Therareutic Research. DOr.
George R. _ankas of Merck conceded that the stucy's design dees not mest the
specifications of the Pesticide Assessment Suidelires, but thougnt it night
support the conclusions of a more recent study cerformed at 2ic/Dynam:cs,
Inc. (Stucdy 402717-01, Aucust 7, 13986). The lattzer study, reviswad <7 the
Toxicology 3ranch and classified Core “inimun (Judith Zauswirth memorzndum;
FPA Mo. 7F-3553; January 11, 1353), showed thiacencazole is nct a sensitizsr
(attached). 3Since this study is acceptacle, ncrtning is gained 2y reviawing
an older szudy wnich the Registrant concedes Jces not —eet 23 Zuidelines.
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PROTOCOL: Five male and £ive female New Zcaland White rabbits (2.57-3.50
kg; 18-20 weeks old) were dosed with 0.1 g aliquots of thiabencdazole powder
in the conjunctival sacs of their left eyes. The eye lids of & rabbits were
held shut for 1 minute, and were not rinsed. The eye lids of the other .4
rabbits were held shut for 30 seconds, after which their eyes Were rinsed
with 20 ml of lukewarm tap water. The right eyes were untreated, and served

as negative controls.

The eyes were scored for irritation by the method of Draize (Draize, et al.,
J. Pharm. & Exptl. Therap. 82: 377, December, 1944) 15 minutes, 2 hours, and
24 hours after dosing, and daily thereafter for 14 days. Body weights were
measured prior to dosing, and cn days 7 and 1l4. The rabbits were housed in

stainless steel cages.

RESULTS: Slight to crimsan conjunctival redness and slight to marked discharge
were seen at 15 and 120 minutes in the unrinsed eyes. The eyes that were
rinsed 30 seconds after desing had slight to crimson conjunctival redness at

15 and 120 minutes, and moderate discharge at 15 minutes, There was no
corneal or iridic irritation, and no conjunctival chemosis in any racbits.

all signs of irritation hzd reversed 24 hours after dosing. Body weicht

cain was normal for all rzbbits. '
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Fuurteen days after che last fuductiun expusure, the animals
wefe challenged &8t a second site with efzher test vr contrul
agent, employing the same mananer vf admiafscracti{ocn as that
described for the {aduction phase.

At the cunclustion of six hours exposure, patches were removed
anu Che test sfites wiped free uf excess materfal. In addici{on
to the test and pusitive control testc animals, three avan-
lnduced guinea pigs uf cach sex were similarly challenged

with cthe test and control ageats to ideatify any {rricacioan,
apart from sensliizacfon, that the respective materfals might
cause. .

Detrmal evaluatiors were made at 24 and 48 hours after the
challeage phase aud challenge sites scored for edema, necrfosis.
4and eschar.

RESULTS

Mertect 3%0~F did aot elicit 'y sensicizacion in fthe guiaea
pig. Etythema was noted in all animals tested wlth l-chlore-
2,6-dinftru beazene, where the magnitude of response would

he characterized as slight to rioderste.

NOTE: No racord cf animal welght changes vececurring during

the course of study were reported although such data are
required by Sectiovoa F Guidelines,
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DATA EVALCATION REPORT
This study was previously reviewed by Celoris 00739 §
F. Graham (EPA No. 618-67, May 24, 1382)
Supplemental data have since been submitted
and are considered in this review,

STUDY TYEE: Primary Eye Irritation Study in Rabbits
ACCESSICN NUMBER: 247279, 407898-06 TX. CHEM, ¥O.: 84%9a
TEST MATERIAL: Thiabendazole Veterinary YRID NO.: <0100705

Lot No. ERM=211 (purity unknown)

Cry powder
SYNONYMS: 2~(4='Thiazolyl)-benzimidazole

STUDY NUMEER(S): TT #81-2693

REPORT NUMEFR(S): TT #81-2693

SPONSOR: Merck & Co.

TESTING FACILITY: Merck Sharp & Cohme Research Laboratories

TITLE CF REPORT: 1. Thiabendazole Veterinary (Lot ERM-21l): Acute Ocular
and Dermal Irritation Studies in Rabbits and Acute Oral
Toxicity Study in Rats

2. Thiabendazole Veterinary (Lot ER¥-21l): Primary Eye
Irritation Study in Rabbits

AUTEOR(S}: 1. ®.®. Stolz
2. George R. Lankas

REPORT ISSUED: 1. April 13, 1981
2. August 3, 1988

CONCLUSICNS: The test article caused conjunctival redness and clear discharce
15 and 1=C minutes arfter dosing in unrinsed eyes. Zyes which were rinsed had

somewhat less irritation, All irritation reversed oy 24 hours. There was no

corneal cr iridic: irritation, and no ccnijunctival chemosis in any rapbits.,

STUDY CLASSIFICATION: Core Minimum - Toxicity Caéegory V. The first repcrt
(1381) was poorly: documented and lacked substantiating data. The text of the
results sections in the first and second reports was identical, and did not
reflect trhe eye irritation data tables in the sucgplemental report. The purity
of the test article was not giveni. The supplemental rapert did not receive
Tuality issurance review to assure the validity of the data. In licht of the
minimal irritation observed, this study is being accected rather than wasting
additional life repeating this study. : -

Scecial Feview Criteria (40 CFR 154.7): /A

13333332332332232 2223252222222
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DATA EVALUATION REPORT

This study was previously reviewed by Deloris
F. Graham (EPA No. 618-67, May 24, 1982)
Supplemental data have since been submitted

and are considered in this review. ‘

UDY TYPE: Primary Cermal Irritation Study in Rabbits

ACCESSION NUMBER: 247279, '407898-07 TOX. CHEM. NO.: 849A
TEST MATERIAL: Thiabendazole Veterinary MRID NO.: 00100705
Lot No. ERM~211 (purity unknown) :
Dry powder

SYNONYMS: 2-(4-‘Thiazolyl)-benzimidazole

STUDY NUMBER(S): 7T- #81-2632

REPORT NUMBER{S): ~TT #81-2692

SPONSOR: Merck & Co.

TESTING FACILITY: Merck Sharp & Dohme Research [Laboratories

TITLE OF REPORT: .l. Thiabendazole Veterinary (Lot ERM-211): Acute Ocular
and Dermal Trritation Studies in Rakbits and Acute Cral
Toxicity Study in Rats

2. Thiabendazole Veterinary (Lot ERM-21i): Primary Dermal
Irritation Study in Rabbits

AUTHCR(S): 1. W.Ww. Stolz
© 2. George R. Lankas

REPORT ISSUED: 1. April 13, 1981
2. August 3, 1988

CONCLUSIONS: The test article did not irritate intact skin, and caused only
very slight erythema in the abraded skin of one rabbit.

STUDY CLASSIFICATION: Core HMinimum - Toxicity Category IV. The first report
(13981) was poorly documented and lacked sucstantiating data. The second

report (1988) was also deficient. Its summary Tontained more information

than the report, -The purlty of the test article was not given, there was no
discussion of ollnlcal signs, and an irritaticn grading scale was not pgrovided.
The trauma of abradlng the skin should elicit at least mild erythema, yet
erythema was Eound in only.cne rabbit. The sugplemental report did not raceive
Zuality Assurance review to assure the validity of the data. In light of the
minimal irritation observed, this study is teing accepted rather than wasting
additional life repeating this study.

Special Review Criteria (40 CFR 154.7): N/A

:3-3-32-3-1-3-2-223-1-2-3-3-3-33-3 3323 33 3-3 3
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PRO.XOL: Three male and three Zemale New Zealand White rabbits (2.77-3.60
kg: 18-20 weeks old) were dosed with 0.5 g aliquots of thiabendazole. Two
dosing sites (2.5 ¢m square) were prepared on the backs of each rabbit oy
clipping the hair. One dosing site was intact, and the other was abraded
through -he superficial layers of skin. Each dose was moistened with about
0.5 ml of saline, covered with a gauze patch, and occluded with an occlusive
plastic dressing. Thre rvabkits were individually housed in stainless steel

- cages.

After 24 hours, the dressings wer=2 removed. The dosin' sites were examined
for dermal irritation by'the mei.>d of Draize (J. Fi-macol. and Exp. Therap.
82: 377, 1944, immediately after Jose removal, and daily thereafter. The
rabbits were ocserved for clinical signs throughout the day of dosing, and
daily thereafter for 14 days. Body weights were measured prior to treatment
and on days 7 and 14. ’

RESULTS: The abraded skin of one male had very slight erythema 24 hours
after dosing. o other indicatiors of irritation were observed, even in the
.abraded sites. Body weight gain was normal for all but one male (the one
with erythema), which lost 1.,5% of its body weight. There was no discussion
of clinical signs.
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PE3TICIOLS AND TORIC SUSSTANGLS
MESACRANLLM

Subject: Thiabeniazole -~ Dermal Sensitization Study ia Guinea Pigs and
Tolerance Petition for the Establisnment and Revocation of Certain
Tolerances, sutmitted by tlerck and Co., Inc. July 15, 1987.

EPA ID No.: 7F3553; Accession Nos.: 40271701 and 40271707.
Tox: 8r. Project No.: 7-1109 Tox. Chem. 0.: =49A

Toz Lois kossi
Praduct Hanager to. 21
Registration Division (TS~-767C)

frams Judith V. Hauswirtn, Fh.D. 9;‘-«&&&. W . oo 2L

Section Head, Section VI
Toxicolagy Branch/HED (TS-769C) /////gi" Y,
) / Y. - Tt )
Thra: Theodore M. Farver, P1.D., Chief /7 ooy

‘Toxicolagy Branch/HED (TS-76SC)

Acticn Iﬁgateﬂ: Review sumnitted dermal sensitization study in quinea
pP1gs cons lier requested tolerances and tolerance revocations.

Recoependat ion/Conclusions

L. The cermal sensitization study is acceptable. Thiacendazole is not a
skin semitizedr in the guinea pig (C£R is attached).

Core Classification: Minimum

2. T8 has no otjection to the ravocation of tolerances of thiacerdazole
residues in or on the raw ajricultural carmdity sTapes and in tne
processed feed grape gomace {dry or wet).

3. TB recommends against tne estaolishment of tclerances of thiamendazole
residues of 20 ppm in or on the raw agricultural cauodity corn grain and
on processed feedsd froa corn graip: oran, 125 i fines, 40 ppu; germ,
30 ppm; and scapstock, 25 ppm.

4. TB recanm@erds that thiapendazole be schaluled for a reyistraticn
standard before any further tolerance requests are approved.

Discussion: t’lhis discussion concerns mint nusber 3 avove only.)
vany Of the major toxicology studies an . thiabendazole are old and ~ers

Teviewed prior to establistment of the core concupt ad theraefore, are
not core yraded. tor example, two chreonic feeuiny studies have oeen
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corducted in the rat. ne of these studies was comducted in the l9ed's

ard the cother apparently in tne early 1970's. After a quick review of the
Tox. br. files neither wauld be adequate by today’s standards. In addition,
FDA is presently considering tie possible anocogenicity of thiabendazole
vased upon the results of an oncogenicity study in the mouse. This study
nas also oeen reviuewed by EPA ard found to Le negative for oncogenicity.
{Iowever, FDA has new information on this study whicn raises into yuestion
the oncogenicity of thiabenlazole in the mouse. FDA has agreed to keep

us informed on the progress of their review,

In light of the above discussion, TB cannot recommerd for the establishment
of tolerances focr thiaverndzole on corn grain and recommends that
tniabendazole be scheduled for registration standard in order that tne
data vase for registration be reviewed and updated. At that time further
tolerance requests can be considered.
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Reviewed by: Brian Dement{, Ph.D. ,é’/pzfm DJ"""I”{- /7/46‘/1"7

S=ctton VI, Tuxtcolugy Rranch (TS-7A93C) Q06548

Secvndary Reviwwer: Judith Hauswirth, Ph.D,. MUW

Sectfon VI, Tuxiecolugy Branch (TS-769C) qﬂ#‘f
DATA EVALUATUTON REPORT i
STUDY TYPE: Detmal Sensitizaction, Guinea TOX., CHEM, NO.: 8494
Pilg
ACCESSION NUMBER: 7F3553; 7HSS4L MRIN NO;: 402717-0)"

TEST MATERIAL: MERTECT 340-F

SYNONYMS: Active Ingredient: Thiabendazole; 2-(4-Thiazolyl)
benzimidazole

STUDY NUMBER(S): 402717-01

"SPONSOR: Merck aand Co., Inc., Three Bridges, NJ

TESTING FACILITY: Bio/Dynamics, Inc., Fasc Millstone, NJ

TITLE 6? REPNRT: A Closed-Patch Repeated Insulc Dermal
Seasf{ti{zation Study {a Guinea Pigs
(Modifi{ed Buehler Method)

AUTHOR(S): Donna L. Blaszcak

REPORT 'ISSUED: August 7, 1986

CONCLUSIONS: Test 1ient was non-sensicizing

CLASSIFICATION: Core Minimun
. ' .
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A. EXPERIMENTAL DESIGN

The test material, MERTECT J340-F, was assayed for dermal
senefctizac{on potential by the mothud 0f Buehler, aan EPA
appruoved test procedure. Essencfally, tea guinea pigs
{(5m, SE) were first expused to the test materifal hy dermal
applfcativn and then, following aa apprtupriate rime
Interval, were challenged {n like mannee with the same
material and scored to determine {f and to what degree
seaslcization may have vecurcted. I-Chloro=2,4-dtniftro
benzene was empluoyed as a pusitive zoantrol {a the scudy.

B. MATERIALS

Mertect 3140-F, the .22nt being wvaluated (n this scudy,
was provided by Merck and Co., Inc. However, such
{nformation as puricy of the test material or sZaCemens
of formulacivn was not provided {n the body of chis
particular scudy. The posictive control, l-chloro=-2,4-
dinftro benzene, was idencified as a pruduct of Eastmaa
Kodak Co., Rochester, NY, but no {nformation as tu :he
oeclity of the sample used was provided.

Test animals were Hariley albino guines pigs of weighe
range 302-383 grams, supplied by Hazelton-Dutc“-land
Laboratory Animals, Denver, PA. Animals were fed and
vatered Ad l{bfituim.

e

METHODNS

Hai{rcv was clipped short at the application site of ewach animal
on the day prior to the inducci{on and challenge phases of tha
‘study.

At the tf{me of the fanduction phase, the test materfial and the
pusitive cuntrol agent were applied to appropriate aaimals {n
a vclume of 0.3 m]l directly tv the skin test 3{te. The
material was cuvieced by 'a patech (Hilltop Cnrambec®). The
patch In tura was covered by {mpermeable plastic, fullowed

by an =lastic adhesi{ve bandage (Elastoplasc®), The pacch

was left (o place fur six hours, then removed and the

site wliped free of any excess material, The {nduction phase
prucedute was pursued with each anlmal oa a weekly basis for
a ztutal uf theee expoinres.




